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7.% A copy (one fu each of the three

|copies of the notice) s of aul intormational
material, {hcluding label and labeling, which
is to be supplied to each investigator: This
shall include an accurate description of the
prior investigations and experience and their
results pertinent to the safety and possible
usefulness of the drug under the conditions
of the investigation. It shall not represent
that the safety or usefulness of the drug has
been established for the purposes to be ine
vestigated. It shall describe all relevant haz-
ards, contraindications, side effects, and
precautions suggested by prior investigations
and experience with the drug under inves-
tigation and related drugs for the informa-
tion of clinical investigators.

8. The sclentific training and experience
considered appropriate by the sponsor to

qualify the investigators as suitable experts-

to investigate the safety of the drug, bearing
in mind ‘what 18 known about the phare
macological action of the drug and the phase

" of the investigational program that is to be
undertaken,

9. The names and a Bu of the
training and experience of each investigator
and of the individual charged withk moni-
toring the progress of the investigation and
evaluating the evidence of safety and effec-
tiveness of the drug as it is recelved from
the Investigators, together with a statement
that the sponsor has obtained from .each
investigator a completed and signed form,
as provided in subparagraph (12) or (13) of
this paragraph, and that  the investigator
is qualified by sclentific tralning and ex-
perience as an sppropriate expert to under=-

‘take the phase of the investigation outlined .

in section 10 of the “Notice of claimed in-
vestigational exemption for & new drug.”

{In cruclal situations, phase 3 investigators
may be added and this form suppfemented
by rapid communication methods, and the
signed form FD 1578 aha,u be  obtalned
promptly thereafter.) .

10. An outline of any phase or pha.ses of
the planned investigations, as follows:

a. Clinical pharmacology. This.is ordi~
narily divided into two phases: Phase 1
starts when the new drug is first introduced
into man—only. animal and in vitro data
are avallable——with the purpose of deter-
mining human toxicity, metabollsm, absorp-
tion, elimination, and other pharmacologi-

¢al action, preferred route of sdministration,

and safe dosage range; phase 2 covers the
initisl trials on a limited number of patients
.- for specific disease control or prophylexis

purposes. A general outline of these phases
shall be submitted, identitying the investi-
gator or investigators, the hospitals or re-
search facllities where the clinical phar-
macology will be undertaken, any expert
committees or panels to be utilized, the max-
imum number of subjects to be involved,

. and the estimated duration of these early

phases of investigation. Modification of the
experimental design on the basis-of expe-
rience gained need be reported only in the
progress reports on these early phases, or in
the development of the plan for the clinical
trial, phase 3. The first two phases may
overlap and, when indicated, may require
additional animal data hefore these phases
can be completed or phase 3 can be under-
taken.  8uch animal tests shall be designed
to take into account the expected duration
of administration of the drug to human be-
ings, the age groups and physlcal status, as
for example, infents, pregnant women, pre-
menopausal women, of those human beings
to whom'the drug may be administered, un-
less this has already been done in the original
animal studies. .

b. Clinical trial, This phase 8 provides the
assessment of the drug's safety and effective-
ness and optimum dosage schedules in the
dlagnosis, treatment, or prophylaxis of
groups of subjects involving a given disease
or condition. A reasonable protocol is de-
veloped on the basis of the facts accumulated
in the earlier phases, including completed
and submitted animal studies. This phase
18 eonducted by separate groups following
the same protocol (with reasonable varia-
tions and alternatives permitted by the
plan): to produce  well-controlled olinical
data. For this phase, the following data
shall be submitted: :

1. ‘The names and addresses of the investi-
gators. (Additional investigators may be.
added.)

ii. The speclﬂc nature of the investiga-
tions to be conducted, together with infor-
mation or case report forms to show the
scope and detall of the planned clinical
observations and the clinical laboratory tests
to be made and reported. .

ii. The approximate number of subjects
{a reasonabie range of subjecta 1s permissible

and additions may be made), and criteria
proposed for subject selection by age, sex,
and condition, .

iv. The estimated duration of the clinical
trial and the intervals, not exceeding 1 year,
at which progress reports showing the re-
sults of the investigations will be submitted
to the Food and Drug Administration.



